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[4*fF»*(0«iSial 

3. i»*3llf5«(0«gSiJffl<OBajg?iiJ-X?fcoTs 

4. W*^2ta®Wig»|ffl<75|aj^S'JT-&oT. 

7 . nn^TM 1 ~ 6 <7?t,>-f ix*> 1 oiz^m<o&Mm(r>mmMxh':>x. 

8 . 1 ~ 7 i ^izmwi<ommm(Dmr^mx»>ox. 

$£^liS«^c£^V^-C2 0~8 Ofi»%(Oft3gi^T$ n-;^i:, ISiSSSJcS-^ 
V^T2 0~8 0afi%OS3I^T5 n-^t^-^^-rs, 

9 . 1 ?E®WJ^?r')ffl<08K^^iJS:g^S!i-rSfcrt<?.i-;^jiii-C-feoT, 
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1 0. lf*35liEifcWS»Jffl<Oiaji^?PJ^PISai-5)t»«D*}feT'fooT, 

%mm/m^m t lt. is^js i ~ s i2«rox«is*« 9 ~ 1 1 ^mnism^c 
'^r>xmm.^ixtzmmm(ommmi:^m-r^^ti:'^wiLt-rz):^^, 
1 3. umn\hmM^m.m.-t^ismxih<iX^ 
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sttfi!c5^«:^w-r5o ztih^mmmjtmn. b-^^l ^«sj> i^MM (disint 

^m^/f^'^MtLXmcmVXi^^^o &M<Dmmc\t. (dry granul 

ation) . M^ie^S (wet granulation) St/ittSEEffi (direct compression) <D 

m\^mmLx\^^^o 
±i^<Dy'>y'>it. T^n-;^ (ffi^^lSK^cs<5v^-t:l 5-3 5m*%) rx/ 

T^u^^^l^ (S;jg|S«t-S-5V>r 6 5-8 5fiS%) O J: 9 <C 2 oOi?'^ >^ 

HKfi^Jt-. 1 00 0 — 5 0 00 (r'>'7'>'oaiiJcJ:S) o^piSM'&S (D 
P) ^^-r^ig^^^^^^b^i^a n^^^Vti. *^|2 0 0 0 0 0 0(D^tSia 

^(D'r>'^>'(^. 1 5-3 0SS:%or ^n->^Sr^tp„ ®IS (:fe^. h^^^n 
13 :^h:^' (millet) . ^ (milo) > ^iS.U^^n^Fv' (sorghum) ) c7)®od^ 
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y^/Uy-r—^ (pullulanase) y T ^ 7— fefO<t 5 <^3BI^S^^4r toSI^ 

4 9 9 6 4 s^-mmwRx/m^Mt^^Anwo 94/0109 2^^^, m^m^m 
-iit. mMmmmmt\^x<Di&^^^xnm^i'r^Tn^:^<ommRxj^mm\'ii. sx 

T<D 2 oOSCSfcT-lftP^ 5 tiX I ^'^o 

- G.H. P .Te Wieiik. A.C.Eissens. A . C . BesemerSt/C . F . 
Lerk* : 

mmy'^y^ h V XDMM. ^it. RUMMJt-m (Preparation, Characteriz 
ation, and Pharmaceutical Application of Linear Dextrins) : I. 

#tt (I. Preparation and Characterization of Amylodextrin .Metastabl 
e Amylodextrins.and Metastable Amylose) J 

Pharmaceutical Research, vol.10. No. 9 (1 9 9 3) 1 2 7 4 1 2 7 9 
H 

- G.H.P.Te Wierik. A . C . E issensRU^C . F . Lerk* : 
rac^x^:^ h y iRp'tt, RXfmMJt^m (Preparation, Charactenza 

tion^and Pharmaceutical Application of Linear Dextrins) : IV. T^y 
y'^:^VV>'i:^^'r^:^y''^/^RXf&M^^h<omMWcm (IV. Drugrelease f 
rom capsules and tablets containing amylodextrin) J 

International Journal of Pharmaceutics 98 (1993) 21 9 R-- 2 2 
4H 
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(titigti^mmX'h^ ^L\>^r o-<i' '^>^mm{Ci6\,^Xmitt^M (starting m 
aterial) t LXmmi-fj:{iirH-£^j:h^£^\^-.=k^-ri>o ^^P^l-Seofcx^-T*^ 

^'Kaii, *«S»!Kl«5t;iSilV^;St. ^mmT?.a-^ ('>>i< itl 00<ODP 
) 0^*Si5S^S|f|cS<5l,>iC'>/£< <tt 1 OaS%-C*>5^> ^<T'{>2 5 

. mm^f5^ (lA) tmm^/it^if^:^m (ib) tcora-e^i^nst 

1 A) B¥^6<):^fe 
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m^n^o S§5>il!$^^<i: LT. \^^^}V^'T'yV-ff^')^^:^ (Bac 

illus acidopullulyticus) J t^h<0':f JV"?^—"^ (E.G. 3. 2. 41) tH^^-^^ 
-So roj: rpromozyme 200L J (r>^^^X* TnOVO No 

rdisk A/S .Bagsvaerd.DenraarkJ oTSSSE^ tlT V^5o S^^f^. 2 00 
PUN/gOfS-ttSt/l . 2 5 g/m 1 S^i¥Off^SgT'«?>&^Fn5 

o 

, Av^m h7^^<>r (AMWJC^ i>^:yh^y;^— (jet cooker) 

tC. AOh^ ^X.t(r>fii<nmM\^^^^ fPromozyme 200L J (t. 

£®^cS<5v^T0. 1 «!: 1 0«:a%t(OPp1a:)S7t*ttSA^n5o KlS^Pfll^. » 

^^ffi (DE) (dextrose equivalent) 2 ^ 6 <i: (T^PelJCfoSo «i 

:»II$Rf£*^. pH^6-6 . StdiagS-rSr ^T*$^T^tL5o 

^Dy>';^;5S, -prjxtf. 1*^0 (Baci 1 lus subti 1 is) t^h. a-T ^y—^t 
tiy{cnt>fhh (ECS. 2. 1.1) o :i<OXo^J:^mn. THAN 240L (Bacter 
ial 

Amylase NOVO) i^M) J T/ r^;^ • //Ux;^^ • 

X v-^ — ^Sy^^y^r/r myw K (NOVO Nordisk A/ S , Bagsvaerd. Denmar 

k) J lcJ:^9IS^^i^-rv^;5o 

r(^S*^(i> 2 4 0 KNU/g(^fS14>&l>*l . 2 g/m 1 (7)«S^Wi-511^ 

cogjT'«*&$ix5o r(7)g:j;&»i. 5 0-6 o'^:<7:>?aST'^T:bnSo o. 
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0 0 1-0.1% (v/wd.s.=»:«i/aa«:fliss) (Dm(D fban 240L mm 

pH^2-'2 . S^-ihigT^it^r tt-ioT^ih^n^o 

1 0-2 4B*Ffl<ora**o< "9 tmwL^j:^^h. Rftm^mi:! 5--2ox:^t 

If^m-tho mf&^tltir^o-:^<Oya yi^ (flock) m^\i. iSia-^ifi'il^ 

2 5-9 osft%<^raT*^fb-r5o TK^^^^sd. 6 0-9 oaa%<;)raT-^{t 

t-5o wa:)8!D"p<^«;i»SK@^)-*i. *^2 0-8 ofiS%o®ig^T ^ n-;^ (i 

0 — 7 50DP) <^^J^3 8 0 — 2 0ag%OSa«T ^ o— (10 0J[^±(^DP 

1 B) mmih/it^m^ik 

mmmmnmm 1554703 ^t^. ig^s^assr^a^wtcji^-rs r <!: ot*# 

3fcS:6S$amWT'*5 6o a — 7-f£;K7^>':/>' (Paselli-WA4 {MW) ) <7:>ct9 
-2 5fiS%(D7K^-a^S) J^^^^r-^S^ix. 3 0-4 5S*SP 

(r>±.m(Dm.^^^'rh. roseffl^st^. i 5-2 5t:T*i 5^5—5 o^fi\(omm. 
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m&<on^m9:^^Aitm^ (io-4omi:%) o z<Dm&i:mi:\.xs&m\^ 

ir^tiif>{^it. S^sa^Wfi^s 5-9 5l[S%*^±tf^<cttmi/<^e>?iv\ 

S:jSS$ff(Cj:oTt. ^^aai. P*:f*ttKJ»32:Ji^jEKJft (pneumati 

c drying) (O X, 

1 5fia%(0:^iS^T5:a-;^ < ^ t 1 0 0 (DD P) Sr-^/uT-V^^o 

*^P>^(Ct^^o/C7=V:/>'®^n°n (^^11-5) (7) tK - "5I^S[ ("i . 2 5 %iW±Tfl>S 
<. Sjfilcm 5%Jl^±T'ti/<^<. ^^t^SfStCfil 0%J|^±T'(i/.^V\ 
*:«?^(C«eoyt:x^^:/>^®ip°D O^^^W (bet) ti. ImZ/ 

Q 
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vMdd^^ :7^n^^ A^tDtiiJcUlv'^^r a (programmed release system) (f&J 
»«faj (controlled release) ) $r t>oiJ?r»jOKigic^^tcig LfcIS 

(zero-order profile) <!: LT#fia^HSo MiSSfetUiS^FiJti. ii^. 

7kjj"^^A (moisture content) 
*&3Kf7>*^^*a:fi. 1 0 5r(D7K5>¥ig<^-^SS:t- 5 g o^D^a^g:jS^it 

W^^S, (bulk density) 

«&*Of^«^a (ml/g) fl. f*:a5 0mK ^tJ^ittS 2 . 2 c m(7) @^ "9 

i^tw-ayiatc#^(D» (*^2 5g) (om^a^^X'r^:it\cx.^x^m^M:L. 

fi^jSffS (swollen volume) 

5gOl»5l^dS. ft:f» 1 0 Om 1 OS^i9f+#tffflOfStcSA^n5o 2 5t:oBi 

8 Cm 1 S5APLfcf^> mmm^m.^\^. %i^^m^^<o :L(ow^m\^ 

?ft7K-prjgig^ (cold water-soluble fraction) 
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o ro!g®S$Srl 500 r p mV 2^mm,Wir^, !Bffl?SSr 2 0 0 0 r pmT'l 

1 1 ot:r— ^ma^ctifcj^-r^o r-cT^aiiifetT^afi:^ i o o oislt. 

-^coe:JtfiftTSi|5o ^(O'i&^mhM^m^. /^7K-'5Ti§S5J'Tfc>5o w60l¥« 

^'^W^ (BET) (specific area) 

^-^W^ (BET) li. rQuantasorp;^/>^Pi^llXi3^g ((SS) J (;^7>'i5'^n 
—A . =1— U—->3 V, T> 'J :*'&*av'3 ir :y h) (Quantachrome Corp. 
.Syosset U.S.A.) J: S^igP^lRO^gitC J: oT^^^n^^Co 
#?LiS (porosity) 

l^?pJ<50^7LJ^«i. -^AltaU^/u Tniodel HVP-l (^^) J (;^>'^>:^n 
M^iife/ij^^ (controlled Release experiment) 

m^Kommikmmfiki^. rusp xxu x*w^^n^xo^^^W(DTx*y< 

K>'l^S«H (paddlea ppl iance) (Prolab. Rhone- Poulenc. Paris, F ranee) tr 

nt^intzo ( 1 0 0 0 m K 5 0 mMo y ^^mmm^. p H 6 . 8 ) JW. 

Hi^f^. 3 7t:T'tTt?n/bo iH^iSSli. l O O r pmT'fo'5o MM 
<OWkS.i^. 2 6 8 nm<7:) Tuitrospec 

4052 TDSmm (f^m) J (LKB.Zoetermeer) iri^m-T^^^mm^^o 
TSt^Sn^Co SlHltTi^n^/Sio {BE/SW51) 

mi_ 

2 0afi%cO7Kx hx^^^^^-Sr^-r^T^'^'^^iSS^KSr 1 5 Ot:T-*DgR-r 5 C 
<!:(cJ:oTv^:ii';/ h^i/;57--C'fe'7^WbL)to p HSr 5 . 2 (cBBfifibfc^. ^ 
(Df&^^i:5 S'CiiC^mi^tio rpromozyme 200L (S«) J SrKiKSa 
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*a«Sr4 6'C»C<STL. p H«r 6 . 0 (cUSPUfc^v 0.0 0 7% (v/w d.s.) 
<r> fBAN 240L J $:SALfc. 2 0^>^, p H^s 2 . 3 '-t tST-fS 

r i: C: J; 19 RjS *s * Jt ^ n/c , 

Mata, 7kT-sS!^ffi$n. solatia ^ixfco ^ht^^usi*. sti-^ffiT-tifee) c t 

o 

^?'j^i-5o Ko"p fAvicei PH 101 {pa«) J mi\-r:%'m\/'i^^nt 
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B F ( 1 ) ^nnm 

B F (2) IJfe#lf|g^ 

B F ( 3 ) nB. (pneumatic) 

BF (4) 4 0 -fold (v/w) 5 9 6 y -;UT* 

BF (5) 







(g/m 1 ) 


(m 1 /g d. s .) 




(BET) 
(m2/g} 


BF(1) 


11.3 


0.67 


4.9 


1.8 


0.43 


BF(2) 


9.8 


0.66 


4.4 


5.5 


0.10 


BF(3) 


11.3 


0.67 


4.3 


5.6 


0.39 


BF(4) 


13.3 


0.68 


5.9 


8.4 


7.0 


BF(5) 


9.8 


0.67 


6.0 


9,1 


23.0 


Avicel 
PH 101 


5.8 


0.65 


4.5 


0 


0.93 



i^M^iz^< (15KN) ^C<T(±/.fb'iV\ mmi>!:iz^\'^mm^Ri!>K ^K-iS 
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fzo ^m^m (BVH) !i$'^(DBLmi3rm'^^tifz3 o 
m-7<f^iyOA(D^^mm.^tkm. (evHMgst.) li. 0.5% 

LSR) T'^^tt^o ^iti^t. >m^<7^i^^i^ts^^ 







(KN) 


BVH 
(N) 


BVH (MG S.t.) 
(N) 


LSR 


BF(1) 




15 


181 


35 


+0.81 


BF{2) 




2 


>30 


14 


>+0.53 


BF(3) 




3 


65 


n.d. *) 


n.d. *) 


BF(4) 




3 


170 


182 


-0.07 


BF(5) 




3 


207 


189 


+0.09 


Avicel 
PH 101 




3 


83 


60 


+0.28 





m2 

/«&7K-^^0 rpacelli WA4 (ffi^f) J it. WTO^t^tC. TPacelli WA 

9 S^<0«i^ ^>:^i,Z.MgSOA JHiO^^t^S 0 0ml Otfij^S^lC, 7 5 g 
CO rpacelli WA4 (S^) J ^Jt^^^ L/^^^ t/c. 5 0#r«1<O}t«^tt . Bm 
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- (free) {Cfji^^TB^ML^fz, mi&Ltcm^a (/^^tK-^S^O rpacelli WA 
4 (mm J ) iiK 2 0fia%^O$^:fi|SH«^*LTV^fCo 

/^Tk-^^T^^T^^^Mo^pfi. 4 0-fold (v/w) ^e;t^9 6%:3:i$?y-/ux*3 
iHl. 4 0-fold (v/w) ^ilx.6M7K:3i:5^y-yl.T-llElSfet>n6o ::^MTKJ^f^> 
*^^#a:tll 0. 7afi%T*fcoybo fl^Kt^flSli. 5.9ml d. s. X^h^fz 

pTiSttl^. 2fifi%Tfcoyc:o ^^mm, (BET) f^. 1 0 . 2 m^/ g T^fco^c 
o S^ffiJS (3KN) CO^IJ^-CSliit^tt/clg^J (3 00mg. Kg 13mm) O 

fiS«5S*fi. giN-efeo^bo 

M3. 

n— FOy'ci y^ti^^^) 

5o 
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x^y-JU (ml) / 
(50g) 

BF 


BET 
(m2/g) 


(%) 


3KN<7>BVH 
(N) 


3KNO 


mmm i 

(g/ml) 


0 


0.43 


13.6 


47 


0.40 


0.66 


5 


0.62 


12.7 


44 


0.37 


0.66 


10 


0.42 


12.6 


45 


0.38 


0.67 


20 


0.44 


14.5 


59 


0.36 


0.67 


25 


0.50 


19.2 


77 


0.30 


0.67 


50 


0.88 


16.9 


94 


0.35 


0.67 


100 


1.22 


15.4 


84 


0.40 


0.67 


200 


2.06 


15.0 


92 


0.40 


0.66 


500 


3.12 


15.1 


403 


0.41 


0.67 


Avicel 
PH 101 


0.93 


5.9 


83 


1 


0.65 

1 



m4 

^:5'/-/U^*Q;a$n7tT^ o-;^BF (4) ] (7 0fia%) 

(Turbula mixer) X*y':ty V (3 0«1:%) tm^^^tltio :i<0^m 
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[flBjK^BF (1) ] i*a;a$tlTV>'^iV''T5 n — XBFiSSig^? 

o 

[Hi] 




FIG.1 
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A. CLASSIFICATION OF SUBJECT MATTER - ^. ^ 

IPC S A61K9/20 C12P19/14 C08B30/12 




Accardint to imtmibOBaS Pticm duaficaiicn (IPC) or to both natfual rteirtrKitiwi and IPC 
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Muim«n iiocumcnt&tion searched (duriBeatfon syncm foUovcd by dasdAcaiicii wymbbU) 

IPC 6 A61K COBB 


DoeuBCMadoQ lurelied oih«r ibtn mniniuin docuBieaaiion id (he onem thu aiek docvmcntt m inc 


Judefl in Ok fleldi sordied 



BecBonk data test consulted durint du nBenulKiMl wuch (lume of dtfa but and, wben pndicsl, ttutb toim ttted) 



c. DOCUMEhrrs considered to be relevant 





GtBlion of docvimcat, widi tinfcCBliaii» wtacrc ■pprepsul^ of the rtlcwit paswyes 


Relevant lo dcim No. 


A 


EP,A,0 499 648 (NATIONAL STARCH AND 

CHEMICAL INVESTMENT HOLDING CORPORATION) 

26 August 1992 

cited in the application 

see abstract 

see page 3» line 40 - line 5S 


1,2. 

7-10.12. 
14 


A 


JOURNAL OF CONTROaED RELEASE, 
vol. 27, no. 1, 1993 AMSTERDAM NL. 
pages 9-17, 

G.H.P. IE WIERICK ET AL. 'Preparation, 
characterization and application of linear 
dextrins. Part VI. General applicability 
and nechanism of progranned release from 
amylodextrin tablets' 
see column 10» line 41 - line 44 


1,9, 
12-14 



FUflMr dULiEUCflti iR ijstad in Qxc < 



I or one. 



ID 



Pamt lanuiy oMmtrt ttt Uttd n annex. 



' Spadil cutipmi of cM A - Nii m au W : 

'A' dooBtkod defiiiingibefeaenl state of ihe ^ 

Mosdcred to be of partintar relrvanc* 
'E' eailier doameot bm pobliAed on or mUtr cte usumaoul 

fiui^dKlc 

'L* doa auna vhiefk may tfarov doubct oo iniohty djiin(i^ or 
wlttdi K Gtod to ctfaMishftc^^ 
otaitdi cr tidsu >|n m l tfawjn (v ippci ficd) 

'O' rtonwvnt reforinf to ad vil disdofuc, use. ciihitailiflo or 
otkcr neans 

'P* docwacnt pnhlwhrtl prior to the wiCTMrtonal SWn> date tan 
lalv thu dM onoritv dMe darned 



bter doeumqit ptMlihtd afltr df iaimitdctial filin| d«ra 
or pnoriiy dau aad n«i ai «ottllict will) tb* eppiicaooo but 
pled to mdintaod die fxinsiplz or tbeaey wdcriying die 
invtn&oQ 

"X" docwocni of particular rdcvancc^ ibe dannnl Iowcxxdoq 
caoaot be c ooddc red povd^or caa aot be ocBri dcred to 
involve an mvuriivc step obea tbt docmeol is taken alone 

*Y* docMucnt of pffdcuiar iclcvanoe^ Cbc daimed wpfcBtxwx 
canoot Kc cnnaitl n »d to involve an inwcncitv stqi wbca Uk 
diwiiinfiit. it QORilxned «idk aa> v moro oCmt nidi doeu. 
imt^ DKb «oinfaittaaDn beine obvicM to ■ 
intbaan. 
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